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chain nodes : 
13 14 18 19 
ring nodes : 

123456789 10 11 
chain bonds : 

6- 7 11-18 13-14 18-19 
ring bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 7-8 7-11 8-9 9-10 10-11 
exact /norm bonds : 

7- 8 7-11 8-9 9-10 10-11 11-18 13-14 18-19 
exact bonds : 

6-7 

normalized bonds : 
1-2 1-6 2-3 3-4 4-5 5-6 
isolated ring systems : 
containing 1:7: 



Gl:Cb,Ak 
G2:0,S,N 
G3:C,0,S,N 
Match level : 

1 : Atom 2 : Atom 3 : Atom 4 : Atom 5 : At om 6 : At om 7 : At om 8 : At om 9 : At om 1 0 : At om 
11: Atom 13: CLASS 14 : CLASS 15: Atom 18: CLASS 19: CLASS 
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LI STRUCTURE UPLOADED 

= > D 

LI HAS NO ANSWERS 
LI STR 



0 




Gl Cb,Ak 
G2 0,S,N 
G3 C,0,S,N 



Structure attributes must be viewed using STN Express query preparation. 



=> S LI 

SAMPLE SEARCH INITIATED 11:06:01 FILE 'REGISTRY' 
SAMPLE SCREEN SEARCH COMPLETED - 1233 TO ITERATE 

100.0% PROCESSED 1233 ITERATIONS 3 ANSWERS 

SEARCH TIME: 00.00.01 

FULL FILE PROJECTIONS: ONLINE **COMPLETE** 

BATCH ** COMPLETE** 
PROJECTED ITERATIONS: 22554 TO 26766 

PROJECTED ANSWERS: 3 TO 163 

L2 3 SEA SSS SAM LI 

=> S LI FULL 

FULL SEARCH INITIATED 11:06:10 FILE 'REGISTRY* 
FULL SCREEN SEARCH COMPLETED - 24204 TO ITERATE 

100.0% PROCESSED 24204 ITERATIONS 82 ANSWERS 

SEARCH TIME: 00.00.01 

L3 82 SEA SSS FUL LI 
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=> FILE CAPLUS 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
166.94 



TOTAL 
SESSION 
167.15 



FULL ESTIMATED COST 



FILE 1 CAPLUS ' ENTERED AT 11:06:15 ON 31 JUL 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 31 Jul 2006 VOL 145 ISS 6 
FILE LAST UPDATED: 30 Jul 2006 (20060730/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http : //www . cas . org/ inf opol icy . html 



= > S L3 
L4 



11 L3 



=> D IBIB ABS HITSTR TOT 
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L4 ANSWER 1 07 11 
ACCESSION NUMBER : 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 

CORPORATE SOURCE: 

SOURCE: 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 
OTHER SOURCE(S) 
AB 



RN 
CN 



CAPLUS COPYRIGHT 2006 ACS on STN 
2004:757195 CAPLUS 
141:410858 

Synthesis of 4, S-Diaryl-lH-pyrazole-3-ol Derivatives 
as Potential COX-2 Inhibitors 

Patel, Meena V.i Bell, Randy; Majest, Sandra; Henry, 
Rodger; Kolas a, Teodozyj 

Global Pharnaceutical Research and Development, Abbott 
Laboratories, Abbott Park, IL, 60064-3500, USA 
Journal of Organic Chemistry (2004), 69(21), 705B-706S 
CODEN: JOCEAH; ISSN: 0022-3263 
American Chemical Society 
Journal 
English 

CAS REACT 141:410858 
4,5-Diaryl-lH-pyrazole-3-ol was utilized as a versatile template to 
synthesize several classes of compds. such as pyrazolooxazines, 
pyrazolobenzooxazines, pyrazolooxazoles, and annulated pyrazolooxazoles as 
potential COX-2 inhibitors. The pyrano- and thiopyranopyrazolooxazoles 
vere successfully synthesized with use of pyridinium p-toluenesulfonate 
mediated cyclization of ketal intermediates. Diary lpyrazolobenzooxazepine 
analogs were synthesized by using Cu-mediated cyclization of O-alkylated 
aryl bromide intermediate. Arylsulfonamides were synthesized efficiently 
on a large scale with the 4- [4- (4-f luorophenyl) -5-hydroxy-2H-pyrazol-3- 
yl] benzene sulfonamide template readily synthesized from com. available 
4-sulfamoylbenzoic acid. The structure of a representative compound from 
each class was confirmed by X-ray crystallog. Selected compds. tested for 
inhibitory activity against COX-1 and COX-2 enzymes showed good 
selectivity for COX-2 vs. COX-1 enzyme. 
329075-99-2P 

RL: PAC (Pharmacological activity); PRP (Properties); SPN (Synthetic 
preparation); BIOL (Biological study); PREP (Preparation) 

(preparation of 4, 5-diaryl-lH-pyrazole-3-ol derivs. as potential COX-2 

inhibitors) 
329075-99-2 CAPLUS 

2-Butanone, l-( I l-ethyl-4- (4-f luorophenyl) -5- (4- (me thylsulfonyl) phenyl] -1H- 
pyrazol-3-yl]oxy)-3,3-diraethyl- (9CI) (CA INDEX NAME) 




IT 329075-80-1P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
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preparation); BIOL (Biological study); PREP (Preparation); RACT (Reactant 
or reagent) 

(prepn. of 4, S-diaryl-lH-pyrazole-3-ol derivs. as potential COX-2 
inhibitors) 
329075-90-1 CAPLUS 

lH-Pyrazole, 4- (4-f luorophenyl) -3-{ (4-f luorophenyl) methoxy] -l-( (4- 

f luorophenyl) methyl] -5- (4- (me thylsulfonyl) phenyl]- (9CI) (CA INDEX NAME) 




329076-00-BP 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); BIOL 
(Biological study); PREP (Preparation) 

(preparation of 4, S-diaryl-lH-pyrazole-3-ol derivs. as potential COX-2 

inhibitors) 
329076-00-8 CAPLUS 

lH-Pyrazole-l-acetonitrile, 3- (3, 3-dimethyl-2-oxobutoxy) -4- (4- 
fluorophenyl)-S-{4-(methylsulfonyl)phenyl]- (9CI) (CA INDEX NAME) 



t-Bu-C-CH2-0 




329075-93-6P 329075-97-OP 

RL: PRP (Properties); SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of 4, 5-diaryl-lH-pyrazole-3-ol derivs. as potential COX-2 
inhibitors) 
329075-93-6 CAPLUS 

2- [ (l-ethyl-4- (4-f luorophenyl) -S- (4- (me thylsulfonyl) phenyl] -1H- 
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pyrazol-3-yl]oxy]-l-(2-thienyl)- (9CI) (CA INDEX NAME) 
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0~ c 





t-Bu-C-CH 2 -0 



IT 329075-85-6P 329075-90-3P 329075-92-5P 
329075-98-1P 329076-01-9P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of 4, 5-diaryl-lH-pyrazole-3-ol derivs. as potential COX-2 
inhibitors) 
RN 329075-85-6 CAPLUS 

CN Ethanone, 1- (4-f luorophenyl) -2- [4- (4-f luorophenyl) -3- (2- (4-f luorophenyl) -2- 
oxoethoxy]-5-[4-(raethylsulfonyl)phenyl]-lH-pyrazol-l-yl]- (9CI) (CA INDEX 
NAME) 



'TV 



329075-97-0 CAPLUS 

2-Butanone, 1- [3- (3, 3-dimethyl-2-oxobutoxy) -4- (4-f luorophenyl) -5- [4- 
(methylsulfonyl)phenyll-lH-pyrazol-l-yl]-3,3-dimethyl- (9CI) (CA IN 
NAME) 




-LOT" 



RN 
CN 



329075-90-3 CAPLUS 

Ethanone, 2-( (l-ethyl-4- (4-f luorophenyl) -5- [4- (me thylsulfonyl) phenyl] -1H- 
pyrazol-3-yl]oxy]-l- (4-f luorophenyl)- (9CI) (CA INDEX NAME) 
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RN 329075-92-5 CAPLUS 

CN Ethanone, 2- [4- (4-f luorophenyl) -5-(4- (methylsulfonyl) phenyl) -3-(2-oxo-2- (2- 
thienyl)ethojtyl-lH-pyrazol-l-yl]-l-(2-tbienyl)- (9CI) (CA INDEX NAME) 
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RN 329075-98-1 CAPLUS 

CN 2-Butanone, 1- ( [ 1- (3, 3-dichloro-2-propenyl> -4- (4-f luorophenyl) -5-14- 
(nethyl3ulfonyl)phenyl]-lH-pyrazol-3-yl)oxy]-3,3-dimethyl- (9CI) (CA 
INDEX NAME) 




RN 329076-01-9 CAPLUS 

CN Be nz enesu 1 f onamide , 4- [3- (3, 3 -dime thyl - 2-osabu toxy ) - 1 - e thyl - 4 - ( 4 - 
fluorophenyl>-lH-pyrazol-S-yl)- (9CI) (CA INDEX NAME) 
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REFERENCE COUNT: 47 THERE ARE 47 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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ACCESSION NUMBER: 2004:681504 CAPLUS 

DOCUMENT NUMBER: 141:207202 

TITLE: Preparation of substituted pyrazoles aa glucagon 

receptor antagonists for treating diabetes mellitus 
type 2 

INVENTOR(S): Parmee, Emmai Raghavan, SubhareJcha* Beeson, Teresa; 

Shen, Dong -Ming 
PATENT ASSIGNEE(S): Merck fc Co., Inc., USA 

SOURCE: PCT Int. Appl., 123 pp. 

CO DEN: PIXXD2 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 



PATENT NO. 




KIND 


DATE 




APPLICATION NO. 




DATE 


WO 


2004069158 




A2 


20040819 




WO 2004-US1927 




20040123 


WO 


2004069158 




A3 




20050120 












W: AE, AG, 


AL, 


AM, 


AT, 


AU, AZ, 


BA, 


BB, BG, BR, BW, 


BY, 


BZ, CA, CH, 




CN, CO, 


CR, 


CU, 


CZ, 


DE, DK, 


DM, 


DZ, EC, EE, EG, 


ES, 


FI, GB, GD, 




GE, GH, 


GM, 


HR, 


HU, 


ID, IL, 


IN, 


IS, JP, KE, KG, 


KP, 


KR, KZ, LC, 




LK, LR, 


LS, 


LT, 


LU, 


LV, MA, 


MD, 


MG, MK, MN, MW, 


MX, 


MZ, NA, NI 




RW: BW, GH, 


GM, 


KB, 


LS, 


MW, HZ, 


SD, 


SL, SZ, TZ, UG, 


ZM, 


ZW, AT, BE, 




BG, CH, 


CY, 


CZ, 


DE, 


DK, EE, 


ES, 


FI, FR, GB, GR, 


HU, 


IE, IT, LU, 




MC, NL, 


PT, 


RO, 


SE, 


SI, SK, 


TR, 


BF, BJ, CF, CG, 


CI, 


CM, OA, GN, 




GQ, GW, 


ML, 


MR, 


NE, 


SN, TD, 


TG 






AU 


2004210127 




Al 




20040819 




AU 2004-210127 




20040123 


CA 


2513102 




AA 




20040819 




CA 2004-2513102 




20040123 


EP 


1590336 




A2 




20051102 




EP 2004-704951 




20040123 




R: AT, BE, 


CH, 


DE, 


DK, 


ES, FR, 


GB, 


GR, IT, LI, LU, 


NL, 


SB, MC, PT, 




IE, SI, 


LT, 


LV, 


FI, 


RO, MK, 


CY, 


AL, TR, BG, CZ, 


EE, 


HU, SK 


JP 


2006516622 




T2 




20060706 




JP 2006-502975 




20040123 


US 


2006084681 




Al 




20060420 




US 2005-543290^-. 20050725 



PRIORITY APPLN. INFO.: US 2003-442828P* P 20030127 

WO 2004-US1927 W 20040123 

OTHER SOURCE (S) : MARPAT 141:207202 

GI 
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II 



AB The title compds. [I; Rl - alkyl, elkenyl, aryl, etc.; R2 - H, Rl; R3, R4 
- H, alkyl; RS - H, Fi R6 - H, OH, F, alkyl) or R5 and R6 together 
represent oxo; n - 0-2; n - 0-6; vith provisos) which are glucagon 
receptor antagonists (no data given) and thus are useful for treating, 
preventing or delaying the onset of type 2 diabetes mellitus, were prepared 
and formulated. E.g., a 5-step synthesis of II, starting from Me 
4-trif luorometnoxybenzoate and acetylcyclohexane, was given. 

IT 743432-81-7P 743432-82-8P 743432-83-9P 
743432-B4-0P 743434-11-9P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of substituted pyrazoles as glucagon receptor antagonists 

for 

treating diabetes nellitus type 2) 
RN 743432-81-7 CAPLUS 

CN Benzamide, 4 - { (5- ( 4 - (me thylsulf onyl) phenyl] -3- ( 4 - ( tri f luoroaethoxy) phenyl] - 
lH-pyrazol-l-yl] methyl) -N-lH-tetrazol-5-yl- (9CI) (CA INDEX NAME) 
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RN 743432-B2-8 CAPLUS 

CN Benzamide, 4- [ [S- (4- (me thylsulf onyl) phenyl] -3- [4- (trif luor one thoxy) phenyl] 
lH-pyrazol-l-yl]methyl]-N-(lH-tetrazol-S-ylmethyl)- (9CI) (CA INDEX NAME) 




RN 743432-83-9 CAPLUS 

CN B-Alanine, N-(4-( (5- (4- (methylsulfonyl)phenyl]-3-[4- 

( tri fluorome thoxy) phenyl ] -lH-pyrazol-l-yl] methyl] benzoyl]- (9CI) (CA 
INDEX NAME) 
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RN 743434-11-9 CAPLUS 

CN Propanoic acid, 2-hydroxy-3- [ [4-( {S- (4- (methylsulfonyl)phenyl) -3-{4- 

( tri fluorome thoxy) phenyl J -lH-pyrazol-l-yl] methyl] benzoyl] amino) -, (2R) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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L4 ANSWER 3 07 11 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CORPORATE SOURCE: 
SOURCE: 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 
OTHER SOURCE (S): 



CAPLUS COPYRIGHT 2006 ACS on STN 
2004:252948 CAPLUS 
140:42361B 

Synthesis and Selective Cyclooxygenase-2 Inhibitory 
Activity of a Series of Novel, Nitric Oxide 
Donor-Containing Pyrazoles 

Ranatunge, Reraani R. i Augustyniak, Michael) Bandaragt, 
Upul K.j Earl, Richard A. I Ellis, Janes L.l Garvey, 
David S.i Jantro, David R.i Letts, L. Gordon* Marti.no, 
Allison M. i Murty, Madhavi G.f Richardson, Stewart R. ; 
Schroeder, Jostph D. t Shumway, Matthev J.; Tarn, S. 
Willi ami Troche, A. Mark* Young, Delano V. 
NitroMed Inc., Bedford, MA, 01730, USA 
Journal of Medicinal Chemistry (2004), 47(9), 
2180-2193 

CODEN: JMCMAR; ISSN: 0022-2623 
American Chemical Society 
Journal 
English 

CAS REACT 140:423618 



GI 



MeS02 




AB The synthesis of a series of novel pyrazoles containing a nitrate (0N02) 
moiety as a nitric oxide (NO) -donor functionality is reported. Their 
COX-1 and COX-2 inhibitory activities in human whole blood are profiled. 
The data demonstrate that pyrazole ring substituents play an important 
role in COX-2 selective inhibition, such that a eye loalkyl pyrazole (I, X - 
CH2) was found to be a potent and selective COX-2 inhibitor. Other 
modifications at the 3 position of the central pyrazole ring [I, X - 
<CH2)3, C(:N0H) (CH2)3, (Z) -CH:CHCH2CH2] enhanced COX-2 inhibitory potency. 
Among the pyrazoles synthesized, the oxime (I, X - C(:N0H) (CH2)3) was 
identified as the most potent COX-2 selective inhibitor. Accordingly, 
this compound vas profiled Pharmacol, in the rat after oral administration 
and shown to possess potent antiinflammatory activity in the 
carrageenan-induced air-pouch model and less gastric toxicity than a 

standard 

COX-2 inhibitor when administered with background aspirin treatment. The 
enhanced gastric tolerance of an NO-donor COX-2 selective inhibitor has 
the potential to augment the clin. profile of this drug class. 
IT 6S4058-4B-7P 6S40S8-S1-2P 654058-53-4P 
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693289-06-1P 

RL: PAC (Pharmacological activity)! RCT (Reactant) i SPN (Synthetic 
preparation)! BIOL (Biological study) i PREP (Preparation)! RACT (Reactant 
or reagent) 

(prepn. and selective cycloorygenase-2 inhibitory activity of nitric 
oxide donor-con tg. pyrazoles) 
654058-4B-7 CAPLUS 

lH-Pyrazole-3-methanol, I- (cyclohexylmethyl) -5- (4- (methylsulf onyl) phenyl) - 
(9CI) (CA INDEX NAME) 




654056-51-2 CAPLUS 

lH-Pyrazole-3-methanol, 5- [4- (methylsulf onyl) phenyl] -1- (phenylmethyl) - 
(9CI) (CA INDEX NAME) 




RN 654058-53-4 CAPLUS 

CN lH-Pyrazole-3-propanol, 1- (cyclohexylmethyl) -5- (4- (methylsulf onyl) phenyl) - 
(9CI) (CA INDEX NAME) 
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(Continued) 




693288-06-1 CAPLUS 

lH-Pyrazole-3-methanol, l-(3-raethyl-l- (2-rae thy lpropyl) butyl) -5- [4- 
(methylsu If onyl) phenyl)- (9CI) (CA INDEX NAME) 
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RN 65405B-64-7 CAPLUS 

CN lH-Pyrazole-3-methanol, 5- [4- (methylsulf onyl) phenyl) -1- (phenylmethyl) - 
nitrate (ester) (9CI) (CA INDEX NAME) 



CH<Bu-i) 2 |f 




HO-CH2 



IT 654058-52-3P 654058-60-3P 654058-64-7P 
654058-66-9P 654058-67-0P 693288-07-2P 

RL: PAC (Pharmacological activity)! SPN (Synthetic preparation)! BIOL 
(Biological study) i PREP (Preparation) 

(preparation and selective cyclooxygenase-2 inhibitory activity of nitric 
oxide donor-containing pyrazoles) 
RN 654058-52-3 CAPLUS 

CN 2-Propen-l-ol, 3- (1- (cyclohexylmethyl) -5- [4- (methylsulf onyl) phenyl] -1H- 
pyrazol-3-yl]-, (2E)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 654058-60-3 CAPLUS 

CN lH-Pyrazole-3-methenol, 1- (cyclohexylmethyl) - 5- [4 - (me thylsulfonyl) phenyl} - 
, oitrate (ester) (9CI) (CA INDEX NAME) 



CH2-Ph J 




02N— 0-CH2 



RN 654058-66-9 CAPLUS 

CN 2-Propen-l-ol, 3-{l- (cyclohexylmethyl) -S-{4- (me thylsulfonyl) phenyl] -1H- 
pyrazol-3-yl}-, nitrate (ester), (2E)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 654058-67-0 CAPLUS 

CN lH-Pyrazole-3-propanol, 1- (cyclohexylmethyl) -5- [4- (methylsulf onyl) phenyl] - 
, nitrate (ester) (9CI) (CA INDEX NAME) 
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02N-0- (CH2)3 



RN 693269-07-2 CAPLUS 

CN lH-Pyr«zole-3-methanol, l-(3-methyl-l- (2-methylpropyl)butylJ -5- (4- 
(aethylsulf onyl) phenyl)-, nitrate (ester) (9CI) (CA INDEX NAME) 




THERE ARE 52 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



PATENT ASSIGNEE (S) I 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2004:100955 CAPLUS 
140:157441 

Cyclooxygenase- 2 selective inhibitors, compositions 
and methods of use 

Garvey, David S.i Khanapure, Subhash P.; Ranatunge, 
Ramaoi R. ; Richardson, Stewart K. t Schroeder, Joseph 
D. 

Nitromed, Inc., USA 

PCT Int. Appl., 140 pp. 

CO DEN: PIXXD2 

Patent 

English 

1 




PATENT NO. 






KIND 


DATE 






APPLICATION NO. 




DATE 


VO 


2004010945 




A2 




20040205 




WO 2003-US2360S 




20030729 


wo 


2004010945 




A3 




20040422 


















W: AE, 


AG, 


AL, 


AM, 


AT, 


. AU, 


AZ, 


BA, BB, 


BG, 


BR, 


BY, 


BZ, 


CA, CH, CN, 




CO, 


CR, 


CU, 


CZ, 


DE, 


, DK, 


DM, 


DZ, 


. EC, 


EE, 


ES, 


FI, 


GB, 


. GD, GE, GH, 




GH, 


HR, 


HU, 


ID, 


IL, 


, IN, 


IS, 


JP, 


, KE, 


KG, 


KP, 


KR, 


KZ, 


, LC, LK, LR, 




LS, 


LT, 


LU, 


LV, 


MA, 


, MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


HI, 


NO, NZ, OM, 




PG, 


PH, 


PL, 


PT, 


RO, 


, RU, 


SC, 


SD, 


, SE, 


SG, 


SK, 


SL, 


SY, 


. TJ, TM, TN, 




TR, 


TT, 


TZ, 


UA, 


UG, 


, US, 


uz, 


vc, 


, VN, 


YU, 


ZA, 


ZM, 


ZW 






RW: GH, 


GM, 


EE, 


LS, 


MV, 


, MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, AZ, BY, 




KG, 


KZ, 


MD, 


RU, 


TJ, 


, TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


OK, EE, ES, 




FI , 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 




RO, 


SE, 


SI, SK, TR, 




BF, 


BJ, 


CF, 


CG, 


CI, 


, CM, 


GA, 


GN, 


, GQ, 


GW, 


ml. 


MR, 


NE, 


SN, TD, TG 


CA 


2493156 






AA 




20040205 




CA 2003-2493156 




20030729 


AU 


2003261281 




Al 




20040216 




AU 2003-261281 




20030729 


US 


2004072B83 




Al 




20040415 




US 2003- 


628375 




20030729 


EP 


1542972 






A2 




20050622 




EP 2003- 


•772004 




20030729 




R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SB, MC, PT, 




IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


■ AL, 


TR, 


BG, 


CZ, 


EE, 


HU, SK 


JP 


2005538110 




T2 




20051215 




JP 2004- 


•524981 




20030729 


UTY APPLN. 


INFO. : 












US 2002- 


•398829P 




P 20020729 




















WO 2003-US23605 




W 20030729 



OTHER SOURCE(S): MARPAT 140:157441 

AB The invention describes novel cyclooxygenase 2 (COX-2) selective 

inhibitors and novel compns. comprising at least one cyclooxygenase 2 
(COX-2) selective inhibitor, and, optionally, at least one confound that 
donates, transfers or releases nitric oxide, stimulates endogenous 
synthesis of nitric oxide, elevates endogenous levels of 
endothelium-de rived relaxing factor or is a substrate for nitric oxide 
synthase, and/or at least one therapeutic agent. The invention also 
provides novel kits comprising at least one COX-2 selective inhibitor, 
optionally nitrosated and/or nitrosylated, and, optionally, at least one 
nitric oxide donor, and/or, optionally, at least one therapeutic agent. 
The novel cyclooxygenase 2 selective inhibitors of the invention can be 
optionally nitrosated and/or nitrosylated. The invention also provides 
methods for treating inflammation, pain and fever; for treating and/or 
improving the gastrointestinal properties of COX-2 selective inhibitors* 
for facilitating wound healing; for treating and/or preventing renal 
and/or respiratory toxicity; for treating and/or preventing other 
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disorders resulting from elevated levels of cyclooxygenase-2; and for 
improving the cardiovascular profile of COX-2 selective inhibitors. 
654058-48-7P 6540S8-50-1P 654058-51-2P 
654058-52-3P 654058-53-4P 654058-67-0P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation); PACT (Reactant or reagent); USES (Uses) 

(antiinflammatory cyclooxygenase-2 selective inhibitors) 
654058-48-7 CAPLUS 

lH-Pyrazole- 3 -methanol, 1- (cyclohexylmethyl) -5- (4- (methylsulf onyl) phenyl) - 
(9CI) (CA INDEX NAME) 



HO-CH2 




RN 654058-50-1 CAPLUS 

CN Ethanol, 2- [ ( 1- (cyclohexylmethyl) -5- [4- (methylsulf onyl) phenyl) -lH-pyrazol- 
3-yl)oxy)- (9CI) (CA INDEX NAME) 



HO— CH2— CH2— O 




RN 6S4058-51-2 CAPLUS 

CN lH-Pyrazole-3-methanol, 5- (4- (methylsulf onyl) phenyl] -1- (phenylmethyl) - 
(9CI) (CA INDEX NAME) 
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RN 654058-52-3 CAPLUS 

CN 2-Propen-l-ol, 3- [1- (cyclohexylmethyl) -5- (4- (methylsulf onyl) phenyl] -1H- 
pyrazol-3-yl) -, (2E)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 654058-53-4 CAPLUS 

CN lH-Pyrazole-3-propanol, 1- (cyclohexylmethyl) -5- (4- (methylsulf onyl) phenyl) - 
(9CI) (CA INDEX NAME) 




RN 654058-67-0 CAPLUS 

CN lH-Pyrazole-3-propanol, 1- (cyclohexylmethyl) -5- (4- (me thy lsulf onyl) phenyl] - 
, nitrate (ester) (9CI) (CA INDEX NAME) 
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9 

r 




02N-0- <CH2)3 



654058-S4-SP 6540S8-56-7P 6540S8-58-9P 
654058-60-3P 65405B-62-5P 6S4058-64-7P 

RL: PAC (Pharmacological activity)! SPN (Synthetic preparation)* THU 
(Therapeutic use); BIOL (Biological study)/ PREP (Preparation); USES 
(Uses) 

(antiinflammatory cyclooxygenase-2 selective inhibitors) 
654058-54-5 CAPLUS 

lH-Pyrarole, 1- (cyclohexylmethyl) -3-ethenyl-5- (4- (me thylsulfonyl) phenyl ) - 
(9CI) (CA INDEX NAME) 



9 

r 




H 2 C=CH 



RN 654058-56-7 CAPLUS 

CN 2-Propenoic acid, 3-(l- (cyclohexylmethyl) -5-{4- (methylsulf onyDphenyl) -1H- 
pyrazol-3-yl]-, methyl ester, (2E)- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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RN 654058-58-9 CAPLUS 

CN lH-Pyrazole-3-carboxylic acid, S- (4- (methylsulf onyl)pheoylJ -1- 
(pbenylmetbyl)-, netbyl ester (9CI) (CA INDEX NAME) 



r 




YJ 



RN 654058-60-3 CAPLUS 

CN lH-Pyrazole-3-methanol, 1- ( cyclohexy lae thyl ) -5- [4- (me thylsulfonyl) phenyl] - 
, nitrate (ester) (9CI) (CA INDEX NAME) 



9 

r 

YJ 




RN 654058-62-5 CAPLUS 

CN Ethanol, 2- [ [1- (cyclohexylmethyl) -5- (4- (me thylsulfonyl) phenyl] -lH-pyrazol- 
3-ylJaethoxy]-, nitrate (ester) (9CI) (CA INDEX NAME) 
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9 



r 




O2N- 0- CH2— CH2— O- CH2 



RN 654058-64-7 CAPLUS 

CN lH-Pyrazole-3-methanol, 5- (4- (me thylsulfonyl) phenyl] -1- (phenylmethyl) - 
nitrate (ester) (9CI) (CA INDEX NAME) 
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CN lH-Pyrazole-3-carboxylic acid, 1- (cyclohexylmethyl) -5- (4- 

(me thylsulfonyl) phenyl]-, methyl ester (9CI) (CA INDEX NAME) 




r 




O2N-O-CH2 

IT 654058-66-9 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study); USES (Uses) 

(antiinflammatory cyclooxygenase-2 selective Inhibitors) 
RN 654058-66-9 CAPLUS 

CN 2-Propen-l-ol, 3-(l- (cyclohejrylmethyl) -5-(4- (methylsulfonyl) phenyl] -1H- 
pyrazol-3-yl]-, nitrate (ester), (2E) - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 



RN 654058-88-5 CAPLUS 

CN lH-Pyrazole, 3- (bromometbyl) -1- (cyclohexylmethyl) -5- [4- 
(methylsulfonyl)phenyl]- (9CI) (CA INDEX NAME) 



9 



BrCH2 




O 4 ^ 




654058-86- 3P 654058-88-5P 

RL: RCT (Rtactant) ; SPN (Synthetic preparation); PREP (Preparation); PACT 
(Reactant or reagent) 

(antiinf lamaatory cyclooxygenase-2 selective inhibitors) 
654058-86-3 CAPLUS 
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AB R1LN(R2)CHR3CH{OH)CH2N(R4)S02C6H4R5 [Rl • H, alkyl, alkenyl, aralkyl. 
cycloalkyl, eye loalkyl alkyl, aryl, heterocyclic, heterocyclylalkyl, 
(un) substituted CH2CH2NH2i L - CO, 02C, (un) substituted NKCO, 
oxaalkylcarbonyl, aminoalkylcarbonyl, S02, 03S, (un) substituted NHS02( R2 
- H, alkyl; R3 - alkyl, aryl, cycloalkyl, eye loalkyl alkyl, aralkyl; R4 - 
H, (un) substituted C02H, CONH2, cycloalkyl, alkenyl, alkynyl, alkyl; R5 - 
(un) substituted hateroaryl] ware prepared for use as broad -spectrum HIV 
protease inhibitors. Thus, (IS, 2R) -Me3C02CNHCH(CH2Ph)CH(OH)CH2NHCH2CHMe2 
was treated with 4-NCC6H4S02C1 to give (1S,2R)- 

Me3C02CNHCH(C^h)CH(OH)CH2N(CH2CHMa2)S02C6H4CN-4 which was deblocked and 
treated vith the hexahydrofurofuranyloxycarbonyloxypyrrolidinedione to 
give the carbamate I (R6 - CN] . Treatment of I (R6 - CN] with NH20H.HC1 
gave I (R6 - C(NH2):NOH] which was cyclized with 2-furoyl chloride to give 
I (R6 - 5-(2-furyl)-l,2,4-oxadiazol-3-yl] which had pEC50 - 8.4 for 
inhibition of H3V-1. 
IT 553644-33-0P 553644-35-2P 553644-36-3P 
553644-38-5P 553644-39-6P 

RL: PAC (Pharmacological activity) i SPN (Synthetic preparation)! THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of heterocyclic substituted phenyl sulfonamides as 
broad -spectrum HIV protease inhibitors) 
RN SS3644-33-0 CAPLUS 

CN lH-Pyrazole-l-acetic acid, 5-{4-( [ ( (2R, 3S) -3-[ ( (2, 6- 

dimethylphenoxy) ace tylj amino] -2-hydroxy-4-phenylbutyl] (2- 

me thylp r opyl) ami no] sulfonyl) phenyl]-, ethyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 553644-35-2 CAPLUS 

CN Acetamide, N-[ (1S,2R) -3- [ [ (4- f 1- (1, 1-dimethylethyl) -lH-pyrazol-5- 
yl] phenyl) sulfonyl] (2-methylpropyl) amino] - 2 -hydroxy- 1- 
<phenylmethyl)propyl]-2-(2,6-diraethylphenoxy)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



OH CH 2 CHMe2 
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RN 553644-36-3 CAPLUS 

CN Acetamide, 2- (2, 6-diraethylphenoxy) -N-( (1S,2R) -2-hydroxy-3- [ (2- 

methylpropyl) ( [4- ( 1- (phenylmethyl) - 1H- pyraz ol - 5 -yl] phenyl] sulfonyl] amino] - 
l-(phenylmethyl) propyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 




RN 553644-38-5 CAPLUS 

CN Acetamide, 2- (2, 6-dimethylphenoxy) -N- [ (IS, 2R) -3- [[ [4- (1-ethyl-lH-pyrazol-S- 
yl) phenyl] sulfonyl] (2-methylpropyl) amino] -2 -hydroxy- 1 - 
(phenyl methyl) propyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 553644-39-6 CAPLUS 

CN Acetamide, 2- (2, 6-dimethylphenoxy) -N- [ (IS, 2R) -2-hydroxy-3- ( (2- 

methyipropyl) [ (4- (l-propyl-lH-pyrazol-5-yl) phenyl] sulfonyl] amino] -1- 
(phenylmethyl) propyl]- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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2001:596504 CAPLUS 
136:469 

The acuta antihyperalgesic action of nonsteroidal, 
anti-inf lammatory drugs and release of spinal 
prostaglandin E2 is mediated by the inhibition of 
constitutive spinal cyclooxygenase-2 (COX- 2) but not 
COX-1 

Yaksh, Tony L.l Dirig, Oavid M.i Conway, Charles M.i 
Svtnsson, Camilla; Luo, 2. David > Isakson, Peter C. 
Department of Anesthesiology, University of 
California, San Diego, La Jolla, CA, 92093-0818, USA 
Journal of Neuroscie nee (2001), 21(16), 5847-5853 
CO DEN: JNRSDSi ISSN: 0270-6474 
Society for Neuroscience 
Journal 
English 

Western blots show the constitutive expression of COX-1 and COX -2 in the 
rat spinal dorsal and ventral horns and in the dorsal root ganglia. Using 
selective inhibitors of cyclooxygenase (COX) isoenzymes, we show that in 
rats with chronic indvtlliog intrathecal catheters the acute thermal 
hyperalgesia evoked by the spinal delivery of substance P (SPi 20 nmol) or 
NMDA (2 nmol) and the thermal hyperalgesia induced by the injection of 
carrageenan into the paw are suppressed by intrathecal and systemic COX- 2 
inhibitors. The intrathecal effects are dose-dependent and 
stereospecific. In contrast, a COX-1 inhibitor given systemically, but 
not spinally, reduced carrageenan- evoked thermal hyperalgesia but had no 
effect by any route with spinal SP hyperalgesia. Using intrathecal loop 
dialysis catheters, we showed that intrathecal SP would enhance the 
release of prostaglandin E2 (PGE2) . This intrathecally evoked release of 
spinal PGE2 was diminished by systemic delivery of nonspecific COX and 
COX -2 -selective inhibitors, but not a COX-1 -selective inhibitor. Given at 
systemic doses that block SP- and carrageenan-evoked hyperalgesia, COX-2, 
but not COX-1, inhibitors reduced spinal SP-evoked PGE2 release. Thus, 
constitutive spinal COX-2, but not COX-1, is an important contributor to 
the acute antihyperalgesic effects of spinal as well as systemic COX-2 
inhibitors. 
377056-66-7 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); THU 

(Therapeutic use); BIOL (Biological study); USES (Uses) 

(acute antihyperalgesic action of nonsteroidal, anti-inflammatory drugs 
and release of spinal prostaglandin E2 is mediated by inhibition of 
constitutive spinal cyclooxygenase-2 (COX-2) but not COX-1) 

377058-66-7 CAPLUS 

lH-Pyrazole, 4- (4-f luorophenyl) -1- (1-methylethenyl) -5- [4- 
(methylsulfonyl) phenyl) -3- (trif luoromethyl) - (9CI) (CA INDEX NAME) 
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AB Title compds. were prepared Thus, MeCOCH:CH2 was condensed with 

4-(MeS)C6H4CHO and the oxidized product cyclocondensed with Me2C (SH) CK2NH2 
to give, after Me3CONO treatment, title compound I. Data for biol. activity 
of title compds. were given. 
IT 346683-87-2P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of nitrosated and nitrosylated cyclooxygenase-2 inhibitors) 
RN 346683-87-2 CAPLUS 

CN lH-Pyrazole-l-ethanol, 5- [4- (methylsulf onyl) phenyl] -4- (phenylmethyl) -, 
nitrate (ester) (9CI) (CA INDEX NAME) 




CH2-Ph 



IT 346684-14-8P 

RL: RCT (Reactant) i SPN (Synthetic preparation) i PREP (Preparation); PACT 
(Reactant or reagent) 

(preparation of nitrosated and nitrosylated cyclooxygenase-2 inhibitors) 
RN 346684-14-8 CAPLUS 

CN lH-Pyrazole-l-ethanol, 5- [4- (methylsulf onyl) phenyl] -4- (phenylmethyl) - 
(9CI) (CA INDEX NAME) 




CH2-Pb 



REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 
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329075-95-8P 329075-96-9P 329075-97-0P 

329075- 96-1P 329075-99-2P 329076-00-8P 

329076- 01-9P 329076-02-OP 329076-03-1P 
329076-04-2P 329076-05-3P 329076-06-4P 
329076-36-0P 329076-39-3P 329076-42-8P 
329076-43-9P 329076-54-2P 

RL: BAC (Biological activity or effector, except adverse)) BSU (Biological 
study, unclassified)) SFN (Synthetic preparation) ) THU (Therapeutic use) ) 
BIOL (Biological study)) PREP (Preparation)) USES (Uses) 

(prepn. of sulfonylphenylpyrazoles as COX- 2 inhibitors) 
329075-79-6 CAPLUS 

lH-Pyrazole, 4-(4-f luorophenyl) -5-C4- (methylsulf onyl) phenyl J -3- 
(phenylmethoxy) -1- (phenylmethyl) - (9CI ) (CA INDEX NAME) 



Ph-CH2-0 




329075-80-1 CAPLUS 

lH-Pyrazole, 4- (4 -f luorophenyl) -3-1 (4-f luorophenyl) methoxyj -l-[ (4- 
fluorophenyl) methyl] -5- [4- (metbylsulfonyl) phenyl]- (9CI) (CA INDEX NAME) 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds. (I -II I) one of Rl and R2 - IV, V (wherein R7 - alkyl, 

NH2, (di)alkylamino) X4 - S02, SO(NR8)) R8 - H, alkyl, cycloalkyli R9 - H, 
halo) and the other of Rl and R2 - hydroxyalkyl, halo, alkyl, etc.) R3 - 
alkyl, alkenyl, aryl, ate; R4 - H, alkyl, alkenyl, etc.) XI - O, NR4, S; 
X2 - 0(CH2)n, S(CH2)n, NR4 (CH2) a (n - 0-1), etc.) X3 - absent, CH2, 
CR15R16 (R15, R16 - H, alkyl)/ R5, R6 - H, alkyl, aryl, etc.) R5 and R6 
taken together with tha atoms to which they are attached - (un) substituted 
5-7 membered ring, optionally aromatic, and optionally containing 1-2 

heteroatoms 

selected from O, N, and S], useful in the treatment of cyclooxygenase-2 
mediated diseases, were prepared E.g., a multi-step synthesis of the 
pyrazolooxazine VI which showed IC50 of 720 nM against COX-2, was given. 
IT 329075-79-8P 329075-60-1P 329075-61-2P 
329075-B4-5P 329075-85-6P 329075-66-7P 
329O75-89-0P 329075-90-3P 329075-91-4P 
329075-92-5P 329075-93-6P 329075-94-7P 




RN 329075-61-2 CAPLUS 

CN lH-Pyrazole, 4- (4-f luorophenyl) -5- (4- (methylsulf onyl) phenyl} -1- (2- 
propenyl)-3-(2-propenyloxy)- (9CI) (CA INDEX NAME) 
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H2C=CH-CH2 if 




F 



RN 329075-84-5 CAPLUS 

CN Ethanone, 2- (4- (4-f luorophenyl) -5- (4- (methylsulf onyl) phenyl) -3- (2-oxo-2- 
phenylethoxy)-lH-pyrazol-l-yl]-l -phenyl- (9CI) (CA INDEX NAME) 




F 



RN 329075-85-6 CAPLUS 

CN Ethanone, 1- (4-f luorophenyl) -2- [4- (4-f luorophenyl) -3-[2- (4-f luorophenyl) -2- 
oxoethoxy] -5- [4- (methylsulf onyl) phenyl) -lH-pyrazol-l-yl) - (9CI) (CA INDEX 




RN 329075-86-7 CAPLUS 

CN IH-Pyrazole, 4- (4-f luorophenyl) -5- [4- (methylsulf onyl) phenyl J -3-phenoxy-l- 
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(2-propenyl) - (9CI) (CA INDEX NAME) 




RN 329075-89-0 CAPLUS 

CN 2-Butanone, 3- [4- (4-f luorophenyl) -3- (l-methyl-2-oxopropoxy) -5- [4- 
(raethylsulfonyl)phenyl]-lH-pyrazol-l-yl)- (9CI) (CA INDEX NAME) 




F 



RN 329075-90-3 CAPLUS 

CN Ethanone, 2- ([l-ethyl-4- (4-f luorophenyl) -5- [4- (methylsulf onyl) phenyl] -1H- 
pyrazol-3-yl]oxy]-l- (4-f luorophenyl)- (9CI) (CA INDEX NAME) 
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0-CH2- 

n 
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PAGB 1-A 



n 



FN 329075-91-4 CAPLUS 

CN Ethanone, 1- (4-f luorophenyl) -2-[ (4- (4-f luorophenyl) -1- (1-methylethyl) -5-(4- 
(methylsulfonyl) phenyl] -lH-pyrazol-3-yl] oxy] - (9CI) (CA INDEX NAME) 



RN 329075-92-5 CAPLUS 

CN Ethanone, 2- (4- (4-f luorophenyl) -5- [4- (raethylaulf onyl) phenyl] -3-(2-oxo-2- (2- 
thienyl)etho*y]-lH-pyrazol-l-yl]-l-(2-thienyl)- (9CI) (CA INDEX NAME) 
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RN 329075-93-6 CAPLUS 

CN Ethanone, 2- [ (l-ethyl-4- (4-f luorophenyl) -5- [4- (methylsulfonyl) phenyl] - 1H- 
pyrazol-3-yl]oxy]-l-(2-thienyl)- (9CI) (CA INDEX NAME) 
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propenyl)-lH-pyrazol-3-yl]oxy]-l-(2-thienyl)- (9CI) (CA INDEX NAME) 




CH2-CH=CH2 



RN 329075-95-8 CAPLUS 

CN 4H-Pyran-4-one, 3- (( l-ethyl-4- (4-f luorophenyl) -5- (4- 

(methylsulfonyl)phenyl]-lH-pyrazol-3-yl]oKy)tetrahydro- (9CI) (CA ] 
NAME) 




RN 329075-94-7 CAPLUS 

CN Ethanone, 2-[ (4- (4-f luorophenyl) -5- (4- (methylsulfonyl) phenyl] -1- (2- 
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329075-96-9 CAPLUS 

4H-Thiopyran-4-one, 3- ( [l-ethyl-4- (4-f luorophenyl) -5- [4- 
(ne thylsulfonyl) phenyl ]-lH-pyrazol- 3 -yl]oxy)tetrahydro- (9CI) 
NAME) 



VHP 
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I? 




RN 329075-99-1 CAPLUS 

CN 2-Butanone, 1- f I 1- (3, 3-dichloro-2-propenyl) -4- (4-f luorophenyl) -S-[4- 
(nethylsulfonyl)phenylJ-lH-pyrarol-3-yl]oKy]-3,3-diiMthyl- (9CI) (CA 
INDEX NAME) 




t-Bu-C-CH2-0 



329075-97-0 CAPLUS 

2-Butanone, 1- [3- (3, 3-dimethyl-2-oxobutoxy) -4- (4-f luorophenyl) -5-14- 
(raethylsulfonyl)phenyl]-lH-pyrazol-l-yl]-3,3-diaethyl- (9CI) (CA INDEX 
NAME) 



RN 329075-99-2 CAPLUS 

CN 2-Butanone, 1- [ [l-ethyl-4- (4-f luorophenyl) -5- (4- (methyloulf onyl) phenyl] - 
pyrazol-3-yl] OKy] -3, 3 -dimethyl- (9CI) (CA INDEX NAME) 
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RN 329076-00-8 CAPLUS 

CN lH-Pyrazole-l-acetonitrile, 3- (3, 3-dimethyl-2-oxobutoxy) -4- (4- 

fluorophenyl)-5-[4-(methylsulfonyl)phenyl)- (9CI) (CA INDEX NAME) 




RN 329076-03-1 CAPLUS 

CN lH-Pyrazole, l-ethyl-4- (4-f luorophenyl) -3- ( (4-f luorophenyl) methoxy] -5- [4- 
(aethylsu If onyl) phenyl]- (9CI) (CA INDEX NAME) 



t-Bu-C-CH2-0 




R R2 



329076-01-9 CAPLUS 

Benzenesulfonamide, 4- [3- (3, 3-di«ethyl-2-oxobutoxy) -l-ethyl-4- (4 - 
fluorophenyl)-lH-pyrazol-5-yl]- (9CI) (CA INDEX NAME) 



Et^ 




RN 329076-02-0 CAPLUS 

CN Benzenesulfonaaide, 4- [3- (3, 3-dinethyl-2-oxobutoxy) -l-ethyl-4- (4- 
f luorophenyl) -lH-pyrazol-5-yl) -N-ethyl- (9CI) (CA INDEX NAME) 



RN 329076-04-2 CAPLUS 
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CN lH-Pyrazole. l-aeetyl-3- (3, 3-dimethyl-2-oxobutoxy) -5-[4- 
(methylsulfonyl)phenyl]-4-phenyl- (9CI) (CA INDEX NAMB) 



V I) 



t-Bu— C— CH2— 0 
RN 329076-05-3 CAPLUS 

CN 2-Butanone, l-( [l-ethyl-5-[4- (methyloulfonyl) phenyl] -4-phenyl-lH-pyrazol-3- 
ylJoxyJ-3,3-dimethyl- (9CI) (CA INDEX NAME) 




t-Bu— C— CH2— O 



RN 329076-06-4 CAPLUS 

CN 2-Butanone, 1- [4- (4-f luorophenyl) -5- [4- (methylsulfonyl) phenyl] -3- (2- 
OKobutoxy)-lH-pyrazol-l-yl)- (9CI) (CA INDEX NAME) 



L4 ANSWER 8 OP 11 CAPLUS COPYRIGHT 2006 ACS on STN (Continued) 
(9CI) (CA INDEX NAMB) 




RN 329076-39-3 CAPLUS 

CN Benzene sulfonamide, 4-[3-[ (2-bromophenyl) methoxy] -l-{ (2- 

bromophenyl)niet^yl) -4- (4-f luorophenyl) -lH-pyrazol-5-ylJ- (9CI) (CA 
NAME) 



^ .Br 




RN 329076-36-0 CAPLUS 

CN lH-Pyrazole, 3-[ (2-chloro-6-f luorophenyl) methoxy] -1- [ (2-chloro-6- 

f luorophenyl) methyl] -4- (4 -f luorophenyl) -5- [4- (methylsulfonyl) phenyl) - 
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(Continued) 
PAGE 2 -A 




RN 329076-42-8 CAPLUS 

CN 3H-Pyrazol-3-one, 4- (4-f luorophenyl) -1, 2-bis( (4-f luorophenyl) methyl] -1, 2- 
dihydro-5- [4- (me thy lsulfonyl) phenyl]- (9CI) (CA INDEX NAME) 
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H2C=CH-CH2 
H2C=CH-CH2^^ 




RN 329076-54-2 CAPLUS 

CN Benzeneaulfonamide, 4- (3- (3, 3-diraethyl-2-oxobutoxy) - 1 - e thy 1 - 4 - (4- 
fluorophenyl)-lH-pyrazol-5-yl]-N,N-diethyl- (9CI) (CA INDEX NAME) 




RN 329076-43-9 CAPLUS 

CN 3H-Pyrazol-3-one, 4- (4-f luorophenyl) -1, 2-dihydro-5-{4- 
<methylsulfonyl)phenyl]-l,2-di-2-propenyl- (9CI) (CA 



Et^ 




IT 329076-66-6P 

RL: SPN (Synthetic preparation) > PREP (Preparation) 

(preparation of sulfonylphenylpyrazoles as COX-2 inhibitors) 
RN 329076-66-6 CAPLUS 

CN lH-Pyrazole, 3- ( (2-bromophenyl) methoxy} -l-[ (2-broraophenyl) methyl] -4- (4 - 
fluorophenyl)-5-[4-(mathylsulfonyl)phenyl)- (9CI) (CA INDEX NAMB) 
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2000:124064 CAPLUS 
132:175822 

3, 4 -substituted pyrazoles for the treatment of 
i of lunation 

Let, Leo F. t Penning, Thomas D.> Kramer, Steven W. i 

Talley, John J. 

G.D. Searle and Co., USA 

U.S., 42 pp., Cont.-in-part of U.S. 5,486,534 

CO DEN: USXXAM 

Patent 

English 

2 



PATENT NO. 



US 6028072 A 

US 5486534 A 

WO 9603385 Al 

W: AM, AT, AU, BB, BG, BR, 

GB, GE, HU, IS, JP, KB, 

MG, MN, HW, MX, NO, NZ, 

TM, TT 

RW: KB, MW, SD, SZ, UG, AT, 

LU, MC, NL, PT, SE, BP, 

SN, TD, TG 
PRIORITY APPLN. INFO. : 



KIND DATE APPLICATION NO. DATE 

20000222 US 1997-776090 19970609 
19960123 US 1994-278297 19940721 
19960208 WO 1995-US8788 19950720 

CA, CH, CN, CZ, DB, DX, EE, ES, FI, 

KP, KR, KZ, LK, LR, LT, LU, LV, MD, 

PT, RO, RU, SD. SB, SG, SI, SK, TJ, 



BE, CH, DE, DK, ES, FR, GB, GR, IB, 
BJ, CF, CG, CI, CM, GA, GN, ML, MR, 



IT, 



US 1994-278297 A2 19940721 

WO 1995-US8788 W 19950720 

OTHER SOURCE(S): MARPAT 132:175822 

AB A class of pyrazolyl compds. (Markush included) is described for use in 

treating inflammation and inflammation- related disorders. Compound 
preparation 

is included. 
IT 175676-93-4P 

RL: SPN (Synthetic preparation) > PREP (Preparation) 

(pyrazole derivative preparation for treatment of inflammation and 
inflammation- related disorders) 
RN 175676-93-4 CAPLUS 

CN lH-Pyrazole. 4- (4-f luorophenyl) -5- [4- (me thylsulf onyl) phenyl] -l-<2- 
phenylethyl)-3-(trifluoromethyl)- (9CI) (CA INDEX NAME) 
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DOCUMENT NUMBER: 
TITLE: 
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PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 
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PATENT INFORMATION: 



CAPLUS COPYRIGHT 2006 ACS on STN 
1999:350656 CAPLUS 
131:5254 

Preparation of 5-arylpyrazoles as COX-2 selective 
inhibitors 

Nakamura, Katsuya; Teraaaka, Tadashii Ogino, Takashii 

Noda, Yuka; Manabe, Takashi 

Fujisawa Pharmaceutical Co., Ltd., Japan 

PCT Int. Appl., 42 pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 



WO 9925695 

W: JP, US 
RW: AT, BB, 
PT, SE 
JP 2002509554 
PRIORITY APPLN. INFO 

OTHER SOURCE (S) : 
GI 



KIND DATE 
Al 19990527 
CH, CY, DE, DK, ES, 1 
T2 20020326 

I 

MARPAT 131:5254 



APPLICATION NO. DATE 
WO 1998-JP5041 19981110 
, FR, GB, GR, IE, IT, LU, MC, NL, 



JP 1999-528127 
AU 1997-423 
WO 1998-JP5041 



19981110 
19971118 
19981110 




AB The title compds. [li Rl - (un) substituted aryl» R2 - H, NH2, halo, etc.) 
R3 - H, aryl optionally substituted with halogen, lover alkylt R4 - 
(un) substituted aryli A • lover alkylene] , useful for the treatment and/or 
prevention of inflammatory conditions, various pains, collagen diseases, 
autoimmune diseases, various immunity disease, analgesic, thrombosis, 
cancer or neurodegenerative diseases, vera prepared Thus, refluKing 
4,4, 4-trifluoro-l-[4- (metbylsulf onyl) phenyl ] butane -1, 3-di one with 
3-fluorobenzylhydrazine in AcOH afforded I (A - CH2> Rl - 3-FC6H4r R2 - 
CF3» R3 - H; RS - 4- (MeS02)C6H4} vhich shoved secondary lesion inhibition 
(uninjected pav) of > 601 at 1.0 mg/kg in rats. 

IT 225781-84-0P 225781-90-8P 225781-92-0P 

RL: BAC (Biological activity or effector, except adverse)} BSU (Biological 
study, unclassified); RCT (Reactant)> SPN (Synthetic preparation) ; THU 
(Therapeutic use) i BIOL (Biological study) i PREP (Preparation)! RACT 
(Reactant or reagent) t USES (Uses) 

(preparation of 5-arylpyrazoles as COX-2 selective inhibitors) 

RN 225781-84-0 CAPLUS 

CN lH-Pyrazole-3-carboxamide, l-[ (2,4-dif luorophenyl) methyl) -S-[4- 
(rae thylsulf onyl) phenyl)- (9CI) (CA INDEX NAME) 
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RN 22S781-90-8 CAPLUS 

CN lH-Pyrazole-3-carboxylic acid, l-( (2, 4-dif luorophenyl) methyl] -5-{4- 
(me thylsulfonyl) phenyl) -, ethyl ester (9CI) (CA INDEX NAME) 




0 



RN 225781-92-0 CAPLUS 

CN IH-Pyrazole, 4- (4-f luorophenyl) -5- [4- (methylsulfonyl) phenyl) -1- 
(phenylmethyl) - (9CI) (CA INDEX NAME) 



CH2-Ph 
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IT 225781-69-1P 225781-72-6P 22S781-73-7P 
225781-74-8P 225781-75-9P 22S781-76-0P 
22S781-77-1P 225781-78-2P 225781-79-3P 
22S781-B0-6P 225781-85-1P 225781-91-9P 
225781-93-1P 225781-94-2P 22S781-95-3P 
225781-96-4P 225781-97-5P 225781-98-6P 

RLs BAC (Biological activity or effector, except adverse) i BSU (Biological 
study, unclassified)! SPN (Synthetic preparation) i THU (Therapeutic use) i 
BIOL (Biological study) i PREP (Preparation) j USES (Uses) 

(preparation of S-arylpyrazoles as COX-2 selective inhibitors) 
RN 225781-69-1 CAPLUS 

CN IH-Pyrazole, l-( (4 -chlorophenyl) methyl] -5- [4- (aethylsulf onyl)phenyl) -3- 
(trifluoromethyl)- (9CI) (CA INDEX NAME) 




-p. 

O 

RN 225781-72-6 CAPLUS 

CN IH-Pyrazole, l-( (3-f luorophenyl) methyl] -5- [4- (me thylsulfonyl) phenyl] -3- 
(trifluoromethyl)- (9CI) (CA INDEX NAME) 




o 



RN 225781-73-7 CAPLUS 

CN IH-Pyrazole, 1- [ (4-f luorophenyl) methyl] -5- [4- (methylsulfonyl) phenyl] -3- 
(trifluoromethyl)- (9CI) (CA INDEX NAME) 
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RN 225781-74-6 CAPLUS 

CN IH-Pyrazole, 5- [4- (methylsulfonyl) phenyl] -1- (phenylmethyl) -3- 
(trifluoromethyl)- (9CI) (CA INDEX NAME) 
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RN 225781-77-1 CAPLUS 

CN IH-Pyrazole, 5- [4- (methylsulfonyl) phenyl] -1- (1 -naphtha lenylmethyl) -3- 
(trifluoromethyl)- (9CI) (CA INDEX NAME) 



fH2-Ph |? 




F 3 C 



RN 225781-75-9 CAPLUS 

CN IH-Pyrazole, l-( (2-f luorophenyl) methyl) -5- (4- (methylsulfonyl) phenyl] -3- 
(trifluoromethyl)- (9CI) (CA INDEX NAME) 




-p. 

O 

RN 225781-76-0 CAPLUS 

CN IH-Pyrazole, 1- [ (2, 4-dif luorophenyl) methyl] -5- [ 4 - (methylsulfonyl) phenyl) -3- 
( trifluoromethyl)- (9CI) (CA INDEX NAME) 




RN 225781-78-2 CAPLUS 

CN Benzenesulf onamide, 4- (1- (phenylmethyl) -3- (trifluoromethyl) -lH-pyrazol-S- 
ylj- (9CI) (CA INDEX NAME) 




F 3 C 



RN 225781-79-3 CAPLUS 

CN IH-Pyrazole, 5- (3-fluoro-4- (me thylsulfonyl) phenyl] -1- (phenylmethyl) -3- 
( trifluoromethyl)- (9CI) (CA INDEX NAME) 
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CH2-Ph J] 



RN 225781-80-6 CAPLUS 

CN lH-Pyrazole, 3- (dif luoromethyl)-5-(4- (methylsulf onyl) phenyl] -1- 
(phenylaethyl)- (9CI) (CA INDEX NAME) 



RN 225781-93-1 CAPLUS 

CN lH-Pyrazole, l-[ (4-chlorophenyl) methyl] -4- (4-fluorophenyl) -5-[4- 
(methy 1 au If onyl) phenyl]- (9CI) (CA INDEX NAME) 



r 




RN 225781-85-1 CAPLUS 

CN lH-Pyrazole-3-carbonitriie, 1- ( (2, 4-dif luorophenyl) methyl) -5- (4- 
(me thy lsu If onyl) phenyl}- (9CI) (CA INDEX NAME) 




RN 225781-91-9 CAPLUS 

CN lH-Pyrazole, 3-chloro-5- (4- (methylsulf onyl) phenyl] -1- (phenyloethyl) - (9CI) 
(CA INDEX NAME) 




RN 225781-94-2 CAPLUS 

CN lH-Pyrazole, 4- (4-fluorophenyl) -5- (4- (methylsulf onyl)phenyl) -1- [ (4- 
nitropheayl) methyl]- (9CI) (CA INDEX NAME) 




RN 225781-95-3 CAPLUS 

CN lH-Pyrazole, 4- (4-fluorophenyl) -1- ( (4 -methoxyphenyl) methyl] -5- [ 4- 
( me thy lsu If onyl) phenyl]- (9CI) (CA INDEX NAME) 
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RN 225781-96-4 CAPLUS 

CN lH-Pyrasole, 3-chloro-4- (4-fluorophenyl) -5-(4- (methylsulf onyl) phenyl] -1- 
(phenylmethyl)- (9CI) (CA INDEX NAME) 
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( (4-nitrophenyl) methyl]- (9CI) (CA INDEX NAME) 
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RN 225781-97-5 CAPLUS 

CN lH-Pyrazole, 3-chloro-l-| (4 -chlorophenyl) methyl] -4- (4-fluorophenyl) -5- [4- 
(methylsulf onyl) phenyl) - (9CI) (CA INDEX NAME) 




-0" 



RN 225781-98-6 CAPLUS 
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I, I 

Rl I Et II 



AB A class of pyrazolyl compds. is dascribad for usa in traating inflammation 
and inf lammati on- related disorders and is defined by formula I wherein Rl 
is a radical salactad from hydrido, alkyl, alkenyl, alkynyl, haloalkyl, 
aralkyl, hydroxyalkyl, alkoxyalkyl, cyanoalkyl, aminoalkyl, 
alkylaminoalkyl, carboxyalkyl, alkoxycarbonylalkyl, 

alkylaminocarbonylalkyl, N-hydroxyaminoearbonylalkyl, N-hydroxy-N-alkyl- 
aminocarbonylalkyl, arylaminocarbonylalkyl and aminocarbonylalkyli wherein 
R2 is aryl substituted at a substitutable position with a radical salactad 
from alkylsulfonyl and sulfamyli vharein R3 is selected from aryl, 
cycloalkyl, and cycloalkenyli wherein R3 is optionally substituted at a 
substitutable position with one or mora radicals selected from halo, 
alkylthio, alkylsulf inyl, alkyl, cyano, carboxyl, alkoxycarbonyl, 
aminocarbonyl, alkylaminocarbonyl, arylaminoearbonyl, N-alkyl-N- 
arylaminocarbonyl, haloalkyl, hydroxyl, alkoxy, hydroxyalkyl, haloalkoxy, 
amino, alkylamino, arylamino, hetarocyclo and nitroi and wherein R4 is 
selected from hydrido, alkyl, haloalkyl, carboxyalkyl, 
alkoxycarbonylalkyl, aralkoxycarbonylalkyl, aminocarbonylalkyl, 
hydroxyalkyl and aralkoxyalkyl; or a pharmaceutically-acceptable salt 
thereof. Thus, e.g., acylation of thioanisole with 4-f luorophenylacetic 
acid afforded 2- (4-f luorophenyl) -1- [4- (me thy lthio) phenyl] ethanonei 
acylation of the latter with 1-trif luoroacetylimidazole followed by 
heterocyclization with hydrazine afforded 4- (4-f luorophenyl) -3- [4- 
(methylthio) phenyl] -5- (trif luoromethyl) -lH-pyrazolei OKidation of latter to 
the 4-methylsulfonyl derivative followed by 1-ethylation afforded 
l-etbyl-4- (4-f luorophenyl) -3-[4-(methylsulfonyl)phenyl] -5- 
(trifluoromethyl)-lH-pyrazole (II) which exhibited selective inhibition of 
cyclooxygenase II: IDS0 - >10 pM for COX I, and <0.1 pM for COX II. 
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(3-[4-(methylsulfonyl)phenyl] -lH-pyrazoles and 4- (lH-pyrazol-3- 
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